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DETAILED ACTION 

Applicants' arguments, filed 24 November 2003, have been fully considered by they are 
not deemed to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Claims 1, 4, 5, 8-10, 18-20, and 73 are currently pending. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Written Description 

Claims 1, 4, 5, 8-10, 18-20, and 73 are rejected under 35 U.S.C. 1 12, first paragraph, as 
failing to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to one skilled 
in the relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. 

The instant claims require a filtering step whereby candidate molecules are filtered using 
at least one dynamic filter. However, there is no description in the instant specification of said 
"dynamic filter". The specification describes a "static filter" at pages 33-35, which is well 
known in the art. However, there is no description of the "dynamic filter" that Applicant deems 
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as the novel, patentable invention. In the previous Office Action the Examiner assumed that the 
Multidyn software disclosed on page 17, line 21 was the dynamic filter. However, based upon 
the van de Waterbeemed Declaration, filed 24 November 2003, this seems not to be the case. 
Van de Waterbeemed, at point 11, letter e. states that the "Multidyn software is used to analyze 
trajectories and conformational spaces, i.e. it is merely an example of a convenient platform for 
applying PCA to autocorrelograms". The Examiner must then turn to the specification again for 
description of a dynamic filter, yet none is provided. Applicant states that a dynamic filter is 
described on pages 9 and 35-37. However, this does not provide a full and complete description 
as the specification merely describes components of a filter, such as Principal Component 
Analysis (PCA). One of skill in the art would not know what the particulars of the filter consist 
of by the description in the specification. It is generally considered that the terms "dynamic" and 
"filter" imply that change in response to some parameter is occurring and that selection for a 
desired outcome is made based upon or in response to the change. There is no description of 
these details in the specification. 

Enablement 

Claims 1, 4, 5, 8-10, 18-20, and 73 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the enablement requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 

In In re Wands (8 USPQ2d 1400 (CAFC 1988)) the CAFC considered the issue of 
enablement in molecular biology. The CAFC summarized eight factors to be considered in a 
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determination of "undue experimentation". These factors include: (a) the quantity of 
experimentation necessary; (b) the amount of direction or guidance presented; (c) the presence or 
absence of working examples; (d) the nature of the invention; (e) the state of the prior art; (f) the 
relative skill of those in the art; (g) the predictability of the art; and (h) the breadth of the claims. 
In considering the factors for the instant claims: 

a) In order to practice the claimed invention one of skill in the art must be able to 
provide, identify, and describe molecules that exhibit a desired activity by determining molecular 
descriptors. This includes execution of a dynamic filtering step whereby candidate molecules are 
filtered using at least one dynamic filter representing constraints of conformational variations 
which each candidate molecule must satisfy in order to exhibit said desired activity. For the 
reasons discussed below, this constitutes undue experimentation. 

b) and c) The specification provides examples for static filtering, as described on pages 

33-35. Static filter screening is known in the art, as exemplified by Krieger et al. (Chemical and 

Engineering News (1996) Vol.74, pp. 67-73) at page 68. The specification does not, however, 

describe the dynamic filtering process that the Applicant deems as the novel, patentable 

invention. Instead, the specification states at page 17, lines 19-24: 

"Dynamic filtering can be carried out by means of new software designed by G. Grassy, 
the Multidyn software, which allows the conformational spaces at any molecules to be 
characterized on the basis of molecular dynamics traj ectories. The bioactive conformations of 
the molecules in question are accordingly displayed." 

However, as set forth in the van de Waterbeemed Declaration at point 11, letter e., the 

Multidyn software is not, per se, a dynamic filter. 
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d) The invention is drawn to methods for dynamic filtering. However, the specification 
does not provide a means to do so without undue experimentation. 

e) and g) It would have been well known in the art that static filtering could be 
performed and is described in several US Patents. One can refer to US 5,463,564 (Agrafiotis et 
al.) that describes a computer-implemented method to direct a combinatorial chemical library 
that includes a method to screen out compounds that are unsuitable. Further, US 5,025,388 
(Cramer et al.) also teaches the CoMFA method which works by comparing the interaction 
energy descriptors of shape and relating changes in shape to differences in measured biological 
activity in a static way. Piatt et al. (US 5,784,294) also teach a computer-based method (QSAR) 
for molecular descriptor that includes determining the shape of a molecule in a static way. All 
have been previously referenced and are evidence that static filtering was well known in the art 
of molecular descriptors. 

The instant specification does not provide a description of a dynamic filter in an 
analogous way. The specification merely describes components of the filter, such as Principal 
Component Analysis (PCA) and Molecular Descriptor (MD) analysis (see pages 35-37). This is 
not a description of the dynamic filter itself. One of skill in the art would not know what the 
particulars of the filter consist of such that it could be used to select anything. Based upon a 
general understanding in the art for the terms "dynamic" and "filter," a dynamic filter would 
consist of a means of changing in response to some parameter and selecting for or against 
something based upon or in response to the change. However, what, exactly, is changed 
(dynamic) and how to change it, is not described such that a one skilled in the art would know 
how to use such a filter. 
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h) The claims are fairly limited because they are drawn to filtering molecular descriptors 
by using a dynamic filter. The skilled practitioner would first turn to the instant specification for 
guidance to practice this method. However, the instant specification does not provide specific 
guidance to practice these embodiments. The instant specification merely mentions the use of a 
new software developed by one of the inventors of the instant application without describing 
how to use the software or the parameters that make the software function. In addition, as stated 
in the van de Waterbeemed Declaration, this is in fact not the dynamic filter, but simply a means 
to analyze trajectories and conformational space. As such, the skilled practitioner would turn to 
the prior art for such guidance, however, the prior art shows only the use of static filtering and 
there is no guidance regarding dynamic filters. Finally, said practitioner would turn to trial and 
error experimentation to determine just what constitutes a "dynamic filter" and how to determine 
the parameters needed to implement a dynamic filter. Such represents undue experimentation. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 1, 4, 5, 8-10, 18-20, and 73 are rejected under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

It is unclear as to what the metes and bounds of "dynamic filter"encompass. As there is 
no description of such a filter in the specification, the meaning is vague and indefinite. 
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Declaration 

The van de Waterbeemed Declaration submitted 24 November 2003 has been reviewed 
and considered. However, it is not persuasive for the reasons set forth above. Van de 
Waterbeemed sets forth, at point 10, that based upon consideration of the '181 application, the 
definition and general overview of the characteristics and use of dynamic filters at page 9, line 3 
to page 10, line 22 are sufficient to enable any person skilled in the art to make or use a dynamic 
filter according to the invention. This is not persuasive in that at page 9, line 3 to page 10, line 
22, components of the filter are described without describing the filter itself. The specification 
gives one example of a dynamic filter as one based on conformational space of the molecule and 
then states that distances between inactive and active molecules are calculated over time and then 
represented in an autocorrelogram. It is unclear from the description if the dynamic filter is 
responsible for selecting for certain atomic distances over time or all atomic distances over time. 
The role of the dynamic filter is not found in the instant specification. A static filter can perform 
the same function and it not described how the dynamic filter is any different from the static 
filter known in the art. 

NO CLAIMS ARE ALLOWED. 

Inquiries 

Papers related to this application may be submitted to Technical Center 1600 by facsimile 
transmission. Papers should be faxed to Technical Center 1600 via the PTO Fax Center located 
in Crystal Mall 1 . The faxing of such papers must conform with the notices published in the 
Official Gazette, 1096 OG 30 (November 15, 1988), 1 156 OG 61 (November 16, 1993), and 
1 157 OG 94 (December 28, 1993) (See 37 CFR § 1.6(d)). The CM1 Fax Center number is either 
(703) 308-4242, or (703) 308-4028. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lori A. Clow, Ph.D., whose telephone number is (571) 272-0715. 
The examiner can normally be reached on Monday-Friday from 10 am to 6:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael P. Woodward, Ph.D., can be reached on (571) 272-0722. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the Legal Instrument Examiner, Tina Plunkett, whose telephone number is 
(703) 305-3524, or to the Technical Center receptionist whose telephone number is (571) 272- 



0549. 




January 30, 2004 
Lori A. Clow, Ph.D. 
Art Unit 1631 



